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Office Action Summary riwmiS¥r 

Olga N. Chernyshev | "'^'^^ ^ 

"TsHORTeL statutory PER,Oa FOR REPLY ,S SET TO EXPIRE 3 MONTH(S, ERO. 

THE MAILING DATE OF THIS COMMUNICATION.^^^^^^ „ no event, however, may a reply be t.mely filed 
eaLdVatent term adjustment. See 37 CFR l .704(b) 

Status 

I )□ Responsive to communication(s) filed on . 

r-i »-«„icCiMAl 2b)[El Tiiis action is non-final. 

Disposition of Claims 

4) 0 Claim{s) l_4 and 11-19 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) 0 Clairn(s)i£ar2dJ119 is/are rejected. 

7) E1 Claim(s) 13 and 17 is/are objected to. 

80 ciaim(s) are subject to restriction and/or election requirement. 

Application Papers 

9)n The specification is objected to by the Examiner. 

,0 D T.e dLn„s, «ed on _ Is/are: a,D accept o, o*c.ea ,o .y ..e E.a.,ne.^ 

I I )□ The proposed drawing correction filed on is. a)U approved d)u W 

If approved, corrected drawings are required in reply to this Office action. 

12) 0 The oath or declaration is objected to by the Examiner. 

Priority under 35 U.S.C. §§ 119 and 120 , c r S 119(a)-(d) or (f) 

13) D Acknowledgment is made of a claim forforeign priority under 35 U.S.C. § 119(a) (d) (f). 

a)nAII b)n Some*c)n None of: 

1 n Certified copies of the priority documents have been received. 

14) 0 Acknowledgment is made of a claim for domestic pnonty under 35 U.S.a § 119(e) 
a) □ The translation of the foreign language provisional aPP^cat.n rece.e. 

1 5) 0 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 

Attachment(s) ^ ^^^^^.^^ ^^^^^^ 3, p^p^, no(s). 

!)□ Notice of References Cited (PTO-892) ^„ 5) Fl Notice of Informal Patent Application (PTO-1 52) 

2) □ Notice of Draftsperson s Patent Drawing Review (PT0.948 y 

3) □ information Disclosure Statement(s) (PTO-1449) Paper No(s) 2 6) U O 
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DETAILED ACTION 



Status of the claims 

1 . Claims 1 and 4 have been amended, claims 2, 3 and 5-10 have been cancelled and claims 
11-19 have been added as requested in Preliminary amendment of paper No. 3. 
Claims K 4 and 1 1-19 are under examination in the instant office action. 



Oath/Declaration 

2. The oath or declaration is defective. A new oath or declaration in compliance with 37 
CFR 1 .67(a) identifying this application by application number and filing date is required. See 
MPEP §§ 602.01 and 602.02. 

The oath or declaration is defective because: 

It does not identify the post office address of each inventor. A post office address is an 
address at which an inventor customarily receives his or her mail and may be either a home or 
business address. The post office address should include the ZIP Code designation. The mailing 
or post office address may be provided in an application data sheet or a supplemental oath or 
declaration. See 37 CFR 1.63(c) and 37 CFR 1.76. 



Claim Objections 

3. Claims 13 and 1 7 are objected to because of the follow ing informalities: 
not end with a period. Appropriate correction is required. 



The claims do 
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Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description inventio.^ -t:^S:ll^t' 

— ^^^^^^^^ 

conlemplaled by Ihe Inventor of carrying oul his mveniion. 
4^ Claims 1, 4 and 1 1-19 are rejeced under 35 U.S.C, 112. firs, paragraph, as containing 
snbjec, ntauer which was no. described in .he speciflca.ion in such a way as .o enable one skilled 
in ,he ar, .0 which i. pCains, o, wi.h which i. is racs. nearly conneCed, .0 make and/or use .he 

invention. 

Claims 1. 4 and U-19 are d.reCcd .0 a mchod of uea.ing a palien. suffering from a 
neuromuscular disorder, or more pa«icular,y from cervical dys.onia. by means of adm,„is.ra.ton 
botulinum toxin type A followed by .he adm.nislra.ion of bo.ultnum .ype B. It ts disclosed ,n the 
tns.an. speciflca.ion .ha, "a neuromuscular disorder or condition [is] s.rabismus and other 
disorders of ocular mo.ili.y. e.g., comi.an. and vertical srrabismus. la.eral rec.us palsy. 
nys.agmus. dys.hyr„id myopa.hy, e.c; dys.onis, e.g.. focal dys.onias sue as spasmodic 
torticollis, writer's cramp, blepharospasm, oromandibula dys.onia and .he symp.oms teeof, 
e.g., brux,sm, Wilson's disease, .ardive dys.oma, laryngeal dys,onia e.c; o.her dys.onias, e.g., 
.remor, tics, segmental myoclonus; spasms, such as spastici.y due .0 chronic muhrple sclerosis, 
spas,icity resulting in abnormal bladder control, e.g.. in pa.ien.s wi.h spinal cord injury, animus, 
back spasm, charley horse e.c; .ension headaches; leva.or pelvic syndrome; spina bifidia, .ardive 
dyskinesia; Parkinson's and limb (focal) dystonia and stm.ering, e.c,- (page 5, lines 20-35 of .he 
i„s.an. specificatton). However, the presen. specification is no. found .0 be enabling for the 
claimed method for the following reasons. 
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According to the modern classification, the term ^^neuromuscular disorders'' is extremely 
broad and is mostly used to generally describe the disorders that are characterized by the 
muscular abnormalities caused by dysfunction of muscle enervation. The term '^neuromuscular 
disorders'' is so wide-ranging that some modern textbooks and manuals do not use it. replacing it 
with more precise classification of ''Disorders of neuromuscular transmission'' or giving the 
references to the particular disorder or condition, for example, ^'Muscular Dystrophy" or 
"Dystonia" (see Merck Manual, pages 1449-1551, 1420-1421). As it is indicated in the instant 
specification, neuromuscular disorders or conditions can range from Parkinson's disease to 
stuttering and charley horse (see the earlier quotation). It is obvious to one skilled in the art that 
all the mentioned earlier disorders and conditions, generally named as ''neuromuscular disorders" 
have different origin, etiology and development. Therefore, one skilled in the art would not 
expect that the administration of botulinum toxin type A followed by the administration of 
botulinum toxin type B would lead to the treatment of all possible "neuromuscular disorders" 
and conditions. Thus, it would require undue experimentation to discover how to practice the 
present invention as currently claimed. 

The factors to be considered in determining whether a disclosure would require undue 
experimentation include (1) the quantity of experimentation necessary, (2) the amount of 
direction or guidance presented, (3) the presence or absence of working examples, (4) the nature 
of the invention, (5) the state of the prior art, (6) the relative skill of those in the art, (7) the 
predictability or unpredictability of the art and, (8) the breadth of the claims. In re Wands , 8 
USPQ2d 1400 (CAFC 1988). 
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A. i, was indicated earlier, the ar, of .rcalmcn. ol^ -neuromuscular disorders" is very 
uupredieraHe due ro the fac. .ha, .his definition rcla.es to nunterous conditions and s, ndrontes. 

treatment of a.i possible -neuromuseular disorders, which one s.iiled in the art would no, find 
prediCble or possible. The ,ns.an. specification does not provide any guidance for a skilled 
artisan on how to .rea, ■•neuromuscular disorders" or condi.ions w,.h adm.nis.ra.ion of bo.ulinunt 
,„.in ,ypc A followed by .he admims,ra.ion of botulinum toxin type B. The speeifreation fails to 
support .he claimed me.hod by working examples, which would supply one skilled in .he ar. 
w..h protocol on how to .rea. "neuromuscular disorders" w,.h the proposed method. The only 
working examples of the instant specification describe two patien.. one sufTering from .rdive 
dyskinesia and one suffering from spasmatic torticollis, which were subjected to the 
administration of botulinum .oxin .ype A followed by the admmis.ra.,on of the bo.ulmum .oxin 
of a difleren. .ype. In both cases .he resul. of the trea.men. was such .hat "the symptoms of 
tardtve dyskinesia continue to be markedly reduced" (page 13, lines H-IS, or "the symp.oms 
[Of spasmatie torticollis, continue to be substantially alleviated" (page .5, lines 3-4). 1. is clear 
from .he presented examples, .hat the patients suffering fomt the specific neuromuscular 
disorders were never cured, but rather the symptoms were reduced or substantially alleviated. 
Taktng into consideration that ,he spee.fiea.ion presents only one example for each described 
condhion. each example contains no description of the rou.e of administration, precise dosage 
and regime of injection of bo.ulmum toxins, no data supporting the statemem of the possible 
-developling] anttbodies" (page , 5. line 2) or "neutralizing antibodies" (claims 4 and 16), no 
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control studies, one skilled in the art would not have reasons to expect that the proposed method 
would lead to the treatment of neuromuscular disorders in general or cervical dystonia in 
particular. 

The instant specif.eation fails to provide knowledge of the duration and a reasonable 
range for the "therapeutieally effective amount"' of botulinum toxins types A and B. As it is 
stated on page 1 1 , lines 8-15. "the dosages used tn human therapeutic applications are roughly 
proportional to the mass of muscle being treated" and range from about 80 to about 1 ,000 units. 
This information clearly fails to supply the guidance that would be needed by a routine 
practitioner. The instant specification has also failed to disclose how these parameters are to be 
determined, how a similar method was practiced in the art with a different agent. In the absence 
of this guidance a practitioner would have to resort to a substantial amount of undue 
experimentation involving the variation in the amount and duration of administration of 
botulinum toxins types A and B of the instant invention. The instant situation is directly 
analogous to that which was addressed in /. re ColiannU 195 U.S.P.Q. 150,(CCPA 1977), which 
held that a "[d]isclosure that calls for application of "sufficient" ultrasonic energy to practice 
claimed method of fusing bones but does not disclose what "sufficient" dosage of ultrasonic 
energy might be or how those skilled in the art might select appropriate intensity, frequency, and 
duration, and contains no specific examples or embodiment by way of illustration of how 
claimed method is to be practiced does not meet requirements of 35 U.S.C. 1 12 first paragraph". 

Thus, in view of the lack of teachings and unpredictability of the art set forth earlier, and 
also the lack of the working examples, the instant specification is not found to be enabling for a 
method of treating a patient suffering from a neuromuscular disorder or from cervical dystonia 
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by means of administration botulinum toxin type A followed by the administration of botulinum 
type B. It would require undue experimentation and making a substantial inventive contribution 
for the skilled artisan to discover how to use Applicants' invention as currently claimed. 

The following is a quotation of the second paragraph of 35 U.S.C . 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his mvention. 

5. Claims 1, 4, 1 1-19 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

6. Claims 1,4, 12 and 1 6 are indefinite and ambiguous because it is not clear and cannot be 
determined form the claims what is "therapeutically effective amount" of botulinum toxins type 
A and B. 

7. Claim 12 is indefinite for recitation of "diminished clinical effectiveness". The degree of 
the claimed diminution cannot be established from the claim. 

8. Claim 1 4 is indefinite and ambiguous because metes and bounds of the "abnormal head 
position symptom" are not clear. 

9. Claims 14, 15, 18 and 19 are indefinite for recitation of "reduces the severity" or 
"reduces the neck pain". It is not apparent from the claims how much is the reduction of the 
severity of the symptoms is intended. 

10. Claims 1 1. 13. 16 and 17 are indefinite for being dependent form the indefinite claims. 
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11. No claim is allowed. 
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Conclusion 



Any inquiry concerning this communication or earlier communiea.ions fron, ,he 
examiner should be directed ,„ Olga N. Chernyshev «hose telephone number ,s (703) 305-1003. 
The examiner can normally be reached on Monday to Friday 9 AM to 5 PM ET. 

,f attempts to reach the examiner by telephone are unsuccessful, the examiner's 
.uper^tsor Yvonne Eyler can be reached on (703, 308-6564. The fax phone numbers for the 
organization where .hi. application or proceeding is asstgned are ,703, 308-0294 for regular 

• • A tnni\ ^ns 0794 for After Final communications, 
communications and (703) JUS-uz^^t lor /^uci 

Cemin papers related to this application may be submitted to Technology Center ,600 
bv facsimile transmission. Papers should be faxed to Technology Center ,600 via the PTO Fax 
center located in Crystal Mai, , (CM,). The faxing of such papers must conform with the nottces 
published ,n the Offtcial Gazette. „ 56 0 0 6, (November ,6. ,993) and 1 1 57 00 ,4 (December 
28. 1993) (see 37 C.F.R. § 1 .6(d)0. NOTE: If Applicant Joe. submit a paper by fax. the orrgtnal 
signed copy should be retained by Applicant or Applicant's representative. NO DUPLICATE 
COPIES SHOULD BE SUBMITTED so as to avoid the processmg of duplicate papers. 

omcial papers filed by fax should be directed ,0 (703) 308-4556 or (703) 308-4242. If 
either of these numbers is out of service, please call the Group receptionist for an alternative 
number. Faxed draft or informal communications with the examiner should be dtrectcd to (703, 
308-0294. Official papers should NOT be faxed to (703) 308-0294. 
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Any inquiry of a general nature or relating to the status of this applieation or proceeding 
should be directed to the receptionist whose telephone number is (703) 308-0 1 96^ 



Olga N. Chernyshev. Ph.D. , 
December 19, 2001 



